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IN THE CLAIMS: 



1. 



(Currently Amended) A compound of the formula: 




wherein Rl is hydrogen, Ci-6 alkyl or Ci-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with halo; 

R2 is hydrogen, Ci-6 alkyl or Ci-6 alkenyl wherein said alkyl and alkenyl groups are optionally 
substituted with halo; 

or Rl and R2 can be taken together with the carbon atom to which they are attached to form a 
C3-8 cycloalkyl ring wherein said ring system is optionally substituted with Ci_6 alkyl, 

hydroxyalkyl or halo; 

R3 is hydrogen, Cl-6 alkyl or Ci_6 alkenyl wherein said alkyl and alkenyl groups are optionally 
substituted with C3-6 cycloalkyl or halo; 

R4 is hydrogen, Cl-6 alkyl or Ci-6 alkenyl wherein said alkyl and alkenyl groups are optionally 
substituted with C3-6 cycloalkyl or halo; 

or R3 and R4 can be taken together with the carbon atom to which they are attached to form a 
C3-8 cycloalkyl ring, C5-8 cycloalkenyl ring, or five to seven membered heterocycloalkyl 

wherein said cycloalkyl, cycloalkenyl and heterocycloalkyl groups are optionally substituted with 
Cl-6 alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

X is selected from the group consisting of -O , S , SOg, and - C(R^ )(R6)-; 

R £ is hydrog e n or C ^alkyH 




R 6 is hydrog e n or Cj -6 -alkyl; 

er-R5 and R ^ can b e tak e n tog e th e r with any of th e atoms to which th e y may b e attach e d or are 
b e twe e n th e m to form a 3 8 m e mb e r e d cycloalkyl ring syst e m wh e r e in said ring syst e m is 
optionally substitut e d with Cj ^ -alkyl or halo; 




R? is hydrog e n, Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-6 haloalkyl, Gj- ^alkyloxy, nitro, 
cyano, aryl, heteroarylrG^-g- cycloalkyl, h e t e rocycloalkyl, C(0)OR^, C(0)R ^— 
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C(0)OSi[CH(CH g^§3y-R^e(^ ^, C(0)R- ^ , C(0)N(R-^)(R-^) r -€{R-^)(R-l-l-)QH 7 - 
€(R^)(R^)N(R^)(R^);-G(R^)(R^)S€(R^)(Rti-)(R^) T - C(Rft)(Rb)NRftC(Rft)(Rfe)r- 

C(Rft)(R ^ )N(Rft)C(0) or C(Rft)(R b )C(0)N(Rft)(R fe); wherein said alkyl, alkenyl, alkynyl, 
haloalkyl, alkoxy, aryl T and heteroaryl , cycloalkyl and h e t e roGycloalkyl groups are optionally 
substituted on either the carbon or the heteroatom with one to five substituents independently 
selected from Ci_6 alkyl, halo, keto, cyano, haloalkyl, hydroxyalkyl, -OR9, -O(aryl), -NO2, - 
NH2, -NHS(0)2R 10 , -R13S02R 12 , -SO2R 12 -SO(Rl2), -S02N(RC)(Rd), - 
SO2N(Rl0)C(O)(Rl2), -C(RlO)(Rll)N(RlO)(Rll), -C(Rl0)(Rll)OH, -COOH, - 
C(Ra)(Rb)C(0)N(Ra)(Rb) ? -N(RlO)C(RlO)(Rl l)(Rl3), -NH(CH2)20H, -NHC(O)ORl0, - 
Si(CH3)3, heterocycloalkyl, aryl or heteroaryl; 

R8 is hydrogen, Cl-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-6 haloalkyl, €j-6- alkyIoxy, nitro, 
cyano, aryl, heteroarylrGg-g xycloalkyl, h e t e rocycloalkyl, C(0)OR^, C(0)R^ r- 
CCOjOSitCHCCH^ ter-^^e^^ , C(0)R ^ , C(0)N(R^)(R^) r ~€{R : ^)(R44)OH 7 - 

G(R^)(R^)N{R^^ C(Rft) ( R^)>JRftC(Rft)(R fe)^ 
^V.^ A 1 ^ "A 1 ^ 73 A^ /^v^ A^ An 1 ^ A^ 7^ ^^/^ t 1 * ) KF* )i> jxF* jr~ 

C(Rft)(R b )N(Rft)C(0) R ^ or C(R*)(R b )C(O)N(R<0(R b ); wherein said alkyl, alkenyl, alkynyl, 
haloalkyl, alkoxy, aryl T and heteroaryl , cycloalkyl and h e t e rocycloalkyl groups are optionally 
substituted on either the carbon or the heteroatom with one to five substituents independently 
selected from Cl-6 alkyl, halo, keto, cyano, haloalkyl, hydroxyalkyl, -OR9, -O(aryl), -NO2, - 
NH2, -NHS(0)2R 10 , -R13S02R 12 , -SO2R 12 , -SO(Rl 2 ), -S02N(RC)(Rd) ? - 
SO2N(Rl0)C(O)(Rl 2 ), -C(RlO)(Rll)N(RlO)(Rll), -C(Rl0)(Rll)OH, -COOH, - 
C(Ra)(Rb)C(0)N(Ra)(Rb), -N(Rl0)C(Rl0)(Rll)(Rl3) ? -NH(CH2)20H, -NHC(O)ORl0, - 
Si(CH3)3, heterocycloalkyl, aryl or heteroaryl; 

D is aryl, heteroaryl, C3-8 cycloalkyl, or heterocycloalkyl, G-j-g- alkyl or Cj 3 alk e nyl wherein 
said aryl, heteroaryl, cycloalkyl and heterocycloalkyl groups, which may be monocyclic or 
bicyclic, are optionally substituted on either the carbon or the heteroatom with one to three 
substituents selected from Cl-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci_6 alkyloxy, halo, keto, 
nitro, cyano, aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, -C(O)ORl0, - 
C(0)OSi[CH(CH 3 )2]3> -OR 10 , -C(O)Rl0, - Rl0c(O)Rl3, -C(0)Rl3, -C(0)N(Rl 2 )(Rl 2 ), - 
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C(Rl0)(Rll)OH, -SR12, -SR13, -R10SR13, _r13, -C(Rl3) 3 , -C(R10)(RH)N(R13) 2 , -SO2R 12 , 
-SO(Rl2), -S02R 1 3, -S02N(Rc)(Rd), -S02CH(RlO)(Rl 1), -SO2N(Rl0)C(O)(Rl2), - 
SO2(R 1 0)C(O)N(Rl2) 2 , -OSO2R!0, -N(RlO)(Rll), -N(R10)C(O)NR10r13, -N(Rl0)C(O)Rl0, 
-N(Rl0)C(O)ORl0, -N(Rl0)SO2R 10 , -C(RlO)(Rl l)NRlOC(RlO)(Rl l)Rl3, . 
C(RlO)(Rl 1)N(R10)R13, -C(RlO)(Rl l)N(RlO)(Rl 1), -C(RlO)(Rl l)SC(RlO)(Rl 1)(R13), 
RlOS-, -C(Ra)(Rb)NRaC(Ra)(Rb)(Rl3), -C(Ra)(Rb)N(Ra)(Rb), . 

C(Ra)(Rb)C(Ra)(Rb)N(Ra)(Rb), -C(0)C(Ra)(Rb)N(Ra)(Rb), -C(Ra)(Rb)N(Ra)C(0)Rl3 or - 
C(Ra)(Rb)C(0)N(Ra)(Rb) ; wherein said alkyl, alkenyl, alkynyl, haloalkyl, alkoxy, aryl, 
heteroaryl, cycloalkyl and heterocyclyl groups are optionally substituted on either the carbon or 
the heteroatom with one to five substituents independently selected from Ci-6 alkyl, C3-8 
cycloalkyl, halo, keto, cyano, haloalkyl, hydroxyalkyl, -OR13, -NO2, -NH2, -NHS(0)2R 10 , - 
R13S02R 12 , -S02R 12 , -SO(Rl2), -S02N(Rc)(Rd), -SO2N(Rl0)C(O)(Rl2), - 
C(RlO)(Rll)N(RlO)(Rll), -C(Rl0)(Rll)OH, -COOH, -C(Ra)(Rb)C(0)N(Ra)(Rb), . 
N(RlO)C(RlO)(Rll), -NH(CH2)20H, -NHC(O)ORl0, -Si(CH3)3, heterocycloalkyl, aryl or 

heteroaryl; 

R9 is hydrogen, hydroxy, cyano, Q-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C\-6 alkyloxy, halo, 
aryl, heteroaryl, C3-8 cycloalkyl, heterocycloalkyl, -C(O)ORl0, -ORlO, -C(O)Rl0, -C(0)Rl3, . 
C^NCR^XR^), -C(Rl0)(Rll)OH, -R10SR13, -R13, -C(Rl3) 3 , -C(RlO)(Rl l)N(Rl3) 2 , 
SRlO, -S02R 12 , -SO(Rl2), -S02R 13 , -S02N(RC)(Rd), -S02CH(RlO)(Rll), -N(RlO)(Rll), - 
N(Rl0)C(O)NRl0Rl3, -N(Rl0)C(O)Rl0, -N(Rl0)C(O)ORl0, -N(Rl0)SO2R!0, - 
QRlOXRl^NRlOcCRlOXRl^Rn, -C(Rl0XRH)N(Rl0)Rl3, -C(RlOXRH)N(RlO)(Rll), - 
C(RlO)(Rl l)SC(RlO)(Rl 1)-, RlOS-, -C(Ra)(Rb)NRaC(Ra)(Rb), -C(Ra)(Rb)N(Ra)(Rb) } - 
C(Ra)(Rb)C(Ra)(Rb)N(Ra)(Rb), -C(0)C(Ra)(Rb)N(Ra)(Rb), -C(Ra)(Rb)N(Ra)C(0)Rl 3; 
wherein said alkyl, alkenyl, alkynyl, alkoxy, aryl, heteroaryl, cycloalkyl and heterocycloalkyl 
groups are optionally substituted on either the carbon or the heteroatom with one to five 
substituents independently selected from Ci-6 alkyl, C3-8 cycloalkyl, halo, keto, cyano, 
haloalkyl, hydroxyalkyl, -OR13, -NO2, -NH2, -NHS(0)2R 8 , -R13S02R 12 , SC-2R 12 , SO(Rl2), 
S02N(Rc)(Rd), SO2N(Rl0)C(O)(Rl2), -C(RlOXRll)N(RlO)(Rll), -C(Rl0)(RH)OH, -COOH, 
-C(Ra)(Rb)C(0)N(Ra)(Rb), -N(RlO)C(RlO)(Rll), -NH(CH2)20H, -NHC(O)ORl0, Si(CH3)3, 
heterocycloalkyl, aryl or heteroaryl; 



RlO is hydrogen or Ci-6 alkyl; 
Rl 1 is hydrogen or Ci-6 alkyl; 
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Rl2 is hydrogen or C 1-6 alkyl which is optionally substituted with halo, alkoxy, cyano, -NRlO or 
-SR10; 

Rl3 is selected from the group consisting of hydrogen, aryl, aryl(Ci-4) alkyl, heteroaryl, 
heteroaryl(Ci-4)alkyl, C3-8cycloalkyl, C3-8cycloalkyl(Cl-4)alkyl, and heterocycloalkyl(Ci_ 
4)alkyl wherein said groups can be optionally substituted with halo or alkoxy; 

Ra is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (Cl-6 alkyl)hydroxyl, -0(Ci-6 alkyl), hydroxyl, 
halo, aryl, heteroaryl, C3-8 cycloalkyl, heterocycloalkyl, wherein said alkyl, aryl, heteroaryl, C3- 
8 cycloalkyl and heterocycloalkyl can be optionally substituted on either the carbon or the 
heteroatom with Ci-6 alkyl or halo; 

Rb is hydrogen, Ci-6 alkyl, (Cl-6 alkyl)aryl, (Cl-6 alkyl)hydroxyl, alkoxyl, hydroxyl, halo, aryl, 
heteroaryl, C3-8 cycloalkyl, heterocycloalkyl,wherein said alkyl, aryl, heteroaryl, C3-8 cycloalkyl 

and heterocycloalkyl can be optionally substituted on either the carbon or the heteroatom with 
Cl-6 alkyl or halo; 

or R a and Rb can be taken together with the carbon atom to which they are attached or are 
between them to form a C3-8 cycloalkyl ring or C3-8 heterocycloalkyl ring wherein said 3-8 
membered ring system may be optionally substituted with Ci_6 alkyl and halo; 

Rc is hydrogen or Cl-6 alkyl which is optionally substituted with halo or OR13; 
Rd is hydrogen or Cl-6 alkyl which is optionally substituted with halo or OR13; 

or R c and Rd can be taken together with the nitrogen atom to which they are attached or are 
between them to form a C3-8 heterocycloalkyl ring which is optionally substituted with Cl-6 

alkyl, halo hydroxyalkyl, hydroxy, alkoxy or keto; 
n is z e ro, on e , two or thr ee; 

and the or a pharmaceutically acceptable salts? or stereoisomers and N oxid e d e rivativ e s thereof. 

2. (Currently Amended) The compound of Claim 1 wherein R3 is H and R4 
is Cl-6 alkyl which is optionally substituted with C3-6 cycloalkyl or halo; and th e or a 

pharmaceutically acceptable salts? or stereoisomers and N oxid e d e rivativ e s thereof. 
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3. (Currently Amended) The compound of Claim 2 wherein R3 is H and R4 
is isobutyl; and the or a pharmaceutically acceptable salts; or stereoisomers and N oxid e 
d e rivativ e s thereof. 

4. (Currently Amended) The compound of Claim 1 wherein Rl and R2 are 
each H; and th e or a pharmaceutically acceptable salts^ or stereoisomers and N oxide d e rivativ e s 
thereof. 

5. (Currently Amended) The compound of Claim 1 wherein Rl and R2 can 
be taken together with the carbon atom to which they are attached to form a C3-8 cycloalkyl ring 
wherein said ring system is optionally substituted with Ci-6 alkyl, hydroxyalkyl or halo; and th e 
or a pharmaceutically acceptable salts; or stereoisomers and N oxid e d e rivativ e s thereof. 

6. (Currently Amended) The compound of Claim 5 wherein Rl and R2 can 
be taken together with the carbon atom to which they are attached to form a cyclopropyl ring 
wherein said ring system is optionally substituted with Ci-6 alkyl or halo; and th e or a 

pharmaceutically acceptable salts^ or stereoisomers and N oxid e d e rivativ e s thereof. 

7. Cancelled. 

8. (Currently Amended) The compound of Claim 7 wherein R7 is aryl, 
heteroaryl or Ci-6 haloalkyl and R8 is hydrogen; and th e or a pharmaceutically acceptable salt% 

or stereoisomers and N oxid e d e rivatives thereof. 

9. (Currently Amended) The compound of Claim 1 wherein D is aryl, 
heteroaryl, cycloalkyl or heterocycloalkyl; and th e or a pharmaceutically acceptable salts; or 
stereoisomers and N oxid e d e rivativ e s thereof. 

10. (Currently Amended) The compound of Claim 9 wherein D is phenyl-e* 
pyridyl ; and th e or a pharmaceutically acceptable salts^ or stereoisomers and N oxid e d e rivativ e s 
thereof 



1 1 . (Currently Amended) The compound of Claim 1 wherein R9 is aryl, 
heteroaryl or heterocycloalkyl, wherein wherein said groups are optionally substituted on either 
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the carbon or the heteroatom with one to five substituents independently selected from Ci-6 
alkyl, halo, -S02R^ 5 -SO(Rl2) or aryl; and th e or a pharmaceutical ly acceptable salted or 
stereoisomers and N oxid e d e rivativ e s thereof. 

12. (Currently Amended) The compound of Claim 1 selected from: 
(2S) 2 ([(R) ( 4 bromoph e nyl)(phenyl)m e thyl]oxy) N (cyanomethyl) 4 m e thylp e ntanamid e ; 

(2S)-N-(cyanomethyl)-4-methyl-2- { [(R)-phenyl(4'-piperazin- 1 -yl- 1 , 1 -biphenyl-4- 
yl)methyl]oxy}pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2- { [(R)-phenyl(4*-pyridin-4-yl- 1 , 1 '-biphenyl-4- 
yl)methyl]oxy}pentanamide; 

(2S) 2 (((R) ( 4 bromoph e nyl)[ 4 (m e thylsulfonyl)ph e nyl]m e thyl)oxy) N (cyanom e thyl) 4 
m e thylpentanamid e ; 

(2S)-N-(cyanomethyl)-4-methyl-2-{^ 
biphenyl-4-yl)methyl] oxy } pentanamide; 

(2S)-N-(cyanomethyl)-2- {[(R)-[4 f -(l H-imidazol- 1 -yl)- 1 , 1 '-biphenyl-4-yl](phenyl)methyl]oxy} -4- 
methylpentanamide; 

(2S) 2 ([(R) ( 4 bromoph e nyl)( 4 chloroph e nyl)m e thyl]oxy) - N - (cyanom e thyl) 4 
methylp e ntanamid e ; 

(2S) 2 ([(S) ( 4 bromoph e nyl)(m e sityl)m e thyl]oxy) N (cyanom e thyl) 4 m e thylp e ntanamid e; 

(2S) - 2 - (benzhydryloxy) N (cyanom e thyl) 4 methylpentanamid e ; 

(2S)-2- { [(S)-(4-chlorophenyl)(4'-piperazin-l -yl- 1 , 1 '-biphenyl-4-yl)methyl]oxy} -N- 
(cyanomethyl)-4-methylpentanamide; 

(2S)-N-(cyanomethyl)-2- { [(S)-mesityl(4 -piperazin- 1 -yl- 1 , 1 -biphenyl-4-yl)methyl]oxy} -4- 
methylpentanamide; 

1 ([(R) ( 4 bromoph e nyl)(ph e nyl)m e thyl]oxy) N (cyanom e thyl)cycloh e xan e carboxamid e ; 

(2S) 2 ([(1R) 1 (4 bromophenyl) 2 ( 4 chlorophonyl)othyl]oxy) N (cyanomethyl) 1 
m e thylp e ntanamid e ; 

(2S) 2 {[(R) ( 4 bromoph e nyl)(cyclopropyl)m e thyl]oxy) N (cyanom e thyl) 4 m e thylp e ntanamid e ; 
(2S) 2 ([(R) (3 bromoph e nyl)(ph e nyl)m e thyl]oxy) N (cyanom e thyl) 4 m e thylp e ntanamid e ; 
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2 [( 4 bromoph e nyl)(l m e thyl 1H pyrazol 5 yl)methoxy] N (cyanom e thyl) 4 
m e thylp e ntanamid e; 

2 [( 4 bromoph e nyl)( 1 - m e thyl - 1H pyrazol 5 yl)methoxy] N (cyanom e thyl) 4 
m e thylp e ntanamid e ; 

(2S)-2-[[4-(3-chloropyrazin-2-yl)phenyl](phenyl)methoxy]-N-(cyanomethyl)-4- 
methylpentanamide; 

(2S) N (cyanom e thyl) 4 m e thyl 2 (ph e nyl[ 4 (1,3 thiazol 2 yl)phenyl]methoxy)p e ntanamid e ; 

(2S)-2-[[4 f -(aminosulfonyl)-l,r-biphenyl-4-yl](phenyl)methoxy]-N-(cyanomethyl)-4- 
methylpentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[[4 , -(methylsulfonyl)-l,r-biphenyl-4- 
yl](phenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-quinolin-3-ylphenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-pyrimidin-5-ylphenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-quinolin-8-ylphenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-2-[ {4-[6-(hydroxymethyl)- 1 -oxidopyridin-3-yl]phenyl} (phenyl)methoxy]- 
4-methylpentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-pyridin-4-ylphenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-2-[[4-(lH-indol»4-yl)phenyl](phenyl)methoxy]-4-methylpentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-pyridin-2-ylphenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-pyrazin-2-ylphenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-pyridin-3-ylphenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-(pte 
yl]phenyl}methoxy)pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[[4-(3-methylpyridin-2- 
yl)phenyl](phenyl)methoxy]pentanamide; 
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2- {4-[[(( 1 S)- 1 - { [(cyanomethyl)amino]carbonyl} -3- 
methylbutyl)oxy](phenyl)methyl]phenyl} isonicotinic acid; 

(2S)-N-(cyanomethyl)-4-methyl-^ 

ethyl 4'-[[((lS)-l-{[(cyanomethyl)amino]carbonyl}-3-methylbutyl)oxy](ph^ 
biphenyl-4-carboxylate; 

4 4[(0 S)-l -{[(cyanomethyl)amino]carbonyl}-3-methylbutyl)oxy](phenyl)m 
4-carboxamide; 

N (oyanom e thyl) 4 m e thyl - 2 (phenyl[ 4 (pip e razin 1 ylcarbonyl)ph e nyl]m e thoxy)pentanamid e; 

N (cyanomethyl) 2 [( 4 ([ 4 (2 fluoro e thyl)pip e razin 1 yl]carbonyl)ph e nyl)(ph e nyl)methoxy] 4 
m e thylp e ntanamid e ; 

N (cyanomethyl) 4 m e thyl 2 [( 4 ([ 4 (m e thylsulfonyl)pip e razin 1 
yl]carbonyl)ph e nyl)(ph e nyl)m e thoxy]p e ntanamid e ; 

(2S) 2 ([(S) (4 bromoph e nyl)(thien 2 yl)methyl]oxy) N (cyanom e thyl) 4 m e thylp e ntanamid e; 

(2S)-N-(cyanomethyl)-4-methyl-2- { [(S)-(4'-piperazin- 1 -yl- 1 , 1 '-biphenyl-4-yl)(thien-2- 
yl)methyl]oxy} pentanamide; 

(2S) 2 [( 4 bromoph e nyl)(thi e n - 3 yl)m e thoxy] N (cyanom e thyl) 4 m e thylpentanamid e ; 

2 [( 4 bromoph e nyl)(pyridin 2 yl)m e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

2 [( 4 bromoph e nyl)(l,3 thiazol 2 yl)m e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e; 

N-(cyanomethyl)-4-methyl-2- [(4'-piperazin- 1 -yl- 1 , 1 f -biphenyl-4-yl)(pyridin-2- 
yl)methoxy]pentanamide; 

N-(cyanomethyl)-4-methyl-2-[(4 , -piperazin- 1 -yl- 1 , 1 , -biphenyl-4-yl)( 1 ,3-thiazol-2- 
yl)methoxy]pentanamide; 

2 [( 4 bromophenyl)(pyridin 3 yl)m e thoxy] N (cyanom e thyl) 4 m e thylpentanamid e ; 
2 [( 4 bromoph e nyl)(pyridin 4 yl)m e thoxy] N (cyanomethyl) 4 m e thylp e ntanamid e ; 
2 [1 (4 bromoph e nyl) e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 
2 [1 ( 4 bromoph e nyl)propoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 
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2 [1 ( 4 bromoph e nyl) e thoxy] N (cyanom e thyl) 4 m e thylpentanamid e ; 

N (oyanom e thyl) 2 [( 4 fluoroph e nyl)( 4 pyridin 4 ylph e nyl)m e thoxy] 4 m e thylp e ntanamid e ; 

2 [( 4 bromoph e nyl)(4 fluoroph e nyl)m e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

2 [( 4 bromoph e nyl)( 4 fluorophenyl)m e thoxy] N (1 cyanocyclopropyl) 4 methylp e ntanamid e ; 

N-(cyanomethyl)-2-[(4-fluorophenyl)(4 , -piperazin- 1 -yl- 1 , 1 '-biphenyM-ytymethoxy] -4- 
methylpentanamide; 

2 [1 ( 4 bromoph e nyl)propoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

N-( 1 -cyanocyclopropyl)-2- [(4-fluorophenyl)(4 f -piperazin- 1 -yl- 1 , 1 '-biphenyl-4-yl)methoxy] -4- 
methylpentanamide; 

N-(cyanomethyl)-4-methyl-2-[phenyl(4'-piperazin- 1 -yl- 1 , 1 -biphenyl-4-yl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl)-2-[(4-fluorophenyl)(4'-piperazin-l -yl-1 ,r-biphenyl-4-yl)methoxy]-4- 
methylpentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[phenyl(4-piperazin- 1 -yl- 1 , 1 '-biphenyl-4- 
yl)methoxy]pentanamide; 

(2S) 2 [( 4 bromoph e nyl)(ph e nyl)methoxy] N (cyanom e thyl) 4 methylp e ntanamid e ; 

(2 S)-N-(cyanomethyl)-4-methyl-2- { [(S)-phenyl(4 -piperazin- 1 -yl- 1 , 1 -biphenyl-4- 
yl)methyl]oxy}pentanamide; 

N-(cyanomethyl)-4-methyl-2-[ 1 -(4'-piperazin- 1 -yl- 1 , 1 f -biphenyl-4-yl)ethoxy]pentanamide; 

N-(cyanomethyl)-4-methyl-2- [ 1 -(4'-piperazin- 1 -yl- 1 5 1 f -biphenyl-4-yl)ethoxy]pentanamide; 

(2S) 2 [( 4 bromoph e nyl)( 4 fluoroph e nyl)m e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e; 

(2S)-N-(Cyanomethyl)-4-methyl-2- { [(R)- [4'-(methylthio)- 1 , 1 f -biphenyl-4- 
yl](phenyl)methyl]oxy}pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2- { [(R)-[4 , -(methylsulfonyl)- 1 , 1 '-biphenyl-4- 
yl](phenyl)methyl]oxy}pentanamide; 

(2S)-N-(Cyanomethyl)-4-methyl-2-{[(R)-(4 , -morpholin-4-yl-l ? l , -biphenyl-4- 
yl)(phenyl)methyl]oxy}pentanamide; 
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(2S) 2 [(4 bromoph e nyl)(cycloh e xyl)methoxy] N (cyanom e thyl) 4 m e thylpentanamid e ; 

(2S) 2 [(4 bromoph e nyl)(cycloh e xyl)m e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

(2S) 2 {[1 ( 4 bromoph e nyl) 2 methylprop 2 e nyl]oxy) N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

(2S) 2 ([1 ( 4 bromophenyl) 2 methylprop 2 e nyljoxy) N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

(2S) 2 [1 ( 4 bromoph e nyl) 2 m e thylpropoxy] N (cyanom e thyl) 4 m e thylp e ntanamide; 

(2S) 2 [1 ( 4 bromoph e nyl) 2 m e thylpropoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

2 [1 ( 4- bromoph e nyl) 2,2,2 trifluoro e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

(2S) N (cyanomethyl) 2 ([(R) ( 4 cyanoph e nyl)(phenyl)m e thyl]oxy) 4 m e thylp e ntanamid e ; 

(2S) N (cyanomethyl) 4 methyl 2 [((R) ph e nyl (4 
[(trim e thylsilyl) e thynyl]ph e nyl)m e thyl)oxy]p e ntanamid e ; 

(2S) N (cyanomethyl) 2 ([(R) ( 4 e thynylph e nyl)(ph e nyl)m e thyl]oxy) 4 m e thylpentanamid e ; 

2 [1 ( 4 bromophenyl) 2,2,2 trifluoro e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamide; 

N-(cyanomethyl)-4-methyl-2-[2,2,2-trifluoro- 1 -(4-piperazin- 1 -yl- 1 , 1 '-biphenyl-4- 
yl)ethoxy]pentanamide; 

2 ([(S) ( 4 bromoph e nyl)(phenyl)m e thyl]oxy) N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

2 [( 4 bromoph e nyl)(ph e nyl)m e thoxy] N (cyanomethyl) 4 methylp e ntanamid e ; 

N (cyanom e thyl) 4 m e thyl 2 [ph e nyl( 4 pyridin 4 ylph e nyl)m e thoxy]pentanamido; 

N-(cyanomethyl)-4-methyl-2- [phenyl(4'-piperazin- 1 -yl- 1 , 1 , -biphenyl-4-yl)methoxy]pentanamide; 

(2R) 2 [( 4 bromoph e nyl)( 4 fluoroph e nyl)m e thoxy] N (cyanom e thyl) 4 methylp e ntanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[(R)- {4'-[4-(methylsulfonyl)piperazin- 1 -yl] - 1 , 1 '-biphenyl-4- 
yl } (phenyl)methyl] oxy } pentanamide; 

2 ([( 4 bromoph e nyl)(ph e nyl)m e thyl]thio) N (cyanom e thyl) 4 m e thylp e ntanamid e ; 

(2S)-N-(cyanomethyl)-4-methyl-2- { [(R)-[4 , -(4-methylpiperazin- 1 -yl)- 1 , 1 '-biphenyl-4- 
yl](phenyl)methyl]oxy} pentanamide; 
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N-(cyanomethyl)-4-methyl-2-(2 ,2,2-trifluoro- 1 - {4'-[4-(methylsulfonyl)piperazin- 1 -yl] - 1 , T- 
biphenyl-4-yl } ethoxy)pentanamide; 

2 [( 4 bromoph e nyl)(2, 4 ,6 trifluoroph e nyl)m e thoxy] N (cyanom e thyl) 4 m e thylp e ntanamid e ; 
(2S) 2 [bis( 4 bromoph e nyl)m e thoxy] N (cyanomethyl) 4 methylpentanamide ; 
(2S)-N-(cyanomethyl)-4-methyl-2-{[(R)-phe 

4- {4'-[(R)-[((l S)-l - {[(cyanomethyl)amino]carbonyl} -3-methylbutyl)oxy](phenyl)methyl]-l , 1 - 
biphenyl-4-yl } - 1 , 1 -dimethylpiperazin- 1 -ium iodide; 

(2S)-N-(cyanomethyl)-2- {[(R)- {4'-[4-(2-hydroxyethyl)piperazin- 1 -yl]- 1 , 1 '-biphenyl-4- 
yl} (phenyl)methyl]oxy} -4-methylpentanamide; 

2 ([( 4 bromoph e nyl)(ph e nyl)methyl] s ulfonyl) N (cyanomethyl) 4 methylp e ntanamid e ; 

N-(cyanomethyl)-4-methyl-2- {2,2,2-trifluoro- 1 -[4'-(methylthio)- 1 , 1 '-biphenyl-4- 
yl]ethoxy}pentanamide; 

2 [1 ( 4 bromoph e nyl) 2,2,2 trifluoro e thoxy] N (1 cyanocyclopropyl) 4 m e thylpentanamid e; 

N-(cyanomethyl)-4-methyl-2-{2,2,2-trifluoro-l-[4 , -(methylsulfonyl)-l,r-biphenyl-4- 
yl] ethoxy } pentanamide; 

4 [[((IS) 1 ([(cyanom e thyl)amino]carbonyl) 3 m e thylbutyl) oxy(ph e nyl)m e thyl] N methoxy N 
m e thylb e nzamid e ; 

4 [[((IS) 1 ([(cyanom e thyl)amino]carbonyl) 3 m e thylbutyl)oxy] (ph e nyl)m e thyl] N,N 
dim e thylb e nzamid e ; 

(2S) N (cyanom e thyl) 4 m e thyl 2 [[ 4 (morpholin 4 ylcarbonyl) 
ph e nyl](ph e nyl)m e thoxy]pentanamid e ; 

4 [[((IS) 1 ([(cyanom e thyl)amino]carbonyl) 3 methylbutyl)oxy] (ph e nyl)methyl]benzoic acid; 

(2S) N (cyanom e thyl) 4 methyl 2 ([(R) [1 [1 (methylthio)benzoyl] 
phenyl) (ph e nyl)m e thyl]oxy) pentanamid e ; 

(2S) N (cyanom e thyl) 4 methyl 2 ([(R) (^1 [4 (methylsulfonyl) 
b e nzoyljph e nyl) (ph e nyl)m e thyl]oxy) p e ntanamide; 

(2S)-2-{[(R)-[4-(l,r-biphenyl-4-ylcarbonyl)phenyl](phenyl) methyl]oxy}-N-(cyanomethyl)-4- 
methylpentanamide; 
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( 2S) 2 [(5 bromopyridin 2 - yl)(ph e nyl)rn e thoxy] N (oyanom e thyl) 4 m e thylpentanamid e ; 

(2S)-N-(cyanomethyl)-4-meth^^ 
yl]methoxy}pentanamide; 

(2S)-N-(cyanomethyl-4-methyl-2-[{5-[4-(^ 
yl} (phenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl-4-methyl-2-[{5-[4-(^ 
yl} (phenyl)methoxy]pentanamide; 

(2S)-N-(cyanomethyl-4-methyl-2-{ [R or S)-{5-[4-(methylsulfonyl) phenyl]pyridin-2- 
yl } (phenyl)methyl] oxy } pentanamide; 

(2S)-N-(cyanomethyl-4-methyl-2-{[(R or S)-{5-[4-methylsulfonyl) phenyl]pyridin-2- 
yl}(phenyl)methyl]oxy}pentanamide; 

(2S)-N-(cyanomethyl-4-methyl-2-[{544-(m 
yl} (phenyl)methoxy]pentanamide; 

(2S) 2 [( 4 bromothi e n 2 yl)(ph e nyl)methoxy] N (cyanom e thyl) 4 m e thyl p e ntanamid e ; 

(2S) 2 [(5 bromo 1 oxidopyridin 2 yl)(ph e nyl)m e thoxy] N (cyanom e thyl) 4 
methylp e ntanamid e ; 

(2S) N (cyanomethyl) 4 methyl 2 ([(R) [1 (1 m e thylpiperidin 4 yl)phonyl] (phenyl) 
m e thyljoxy) pentanamid e ; 

(2S) N (oyanomethyl) 2 ([(R) ( 4 [1 (2 mothoxy o thyl)piporidin 4 yljph o nyl) (phenyl) 
m e thyljoxy) 4 m e thylp e ntanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[(R)-[4-(6-methyl-l-oxidopyridin-3- 
yl)phenyl](phenyl](phenyl)methyl]oxy}pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[^ 
methyljoxy} pentanamide; 

(2S) N (oyanomethyl) 1 m e thyl 2 ([(R) [4 (1 methyl 1 oxidopiporidin 4 
yl)ph e nyl](phenyl)methyl]oxy) p e ntanamide; 

(2S)-N-(cyanomethyl)-2- { [(R)- {4-[ 1 -(2-methoxyethyl)- 1 -oxidopiperidin-4- 
yl]phenyl}(phenyl)(phenyl)methyl]oxy-4-methylpentanamide; 



USSN 10/525,264 
Case MC068YP 
Page 15 



( 2S) N (cyanomethyl) 4 methyl 2 ([(R) [ 4 (5 m e thylcycloh e x 1 e n 1 
yl)ph e nyl(ph e nyl)m e thyl]oxy)pentanamid e ; 

3 M [(R) [((IS) 1 ([(cyanom e thyl)amino]carbonyl) 3 
m e thylbutyl)oxy](ph e nyl)m e thyl]ph e nyI) 1 methylpyridinium iodid e ; 

(2S) N (cyanom e thyl) 4 methyl 2 ([(R) [4 (1 methylpip o ridin 3 
yl)ph e nyl](ph e nyl)m e thyl]oxy)p e ntanamid e ; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[(R)-phenyl(4-pyridin-3-ylphenyl)methyl]oxy}pentanamide; 

(2S)-N- (cyanomethyl)-4-methyl-2-{[(R)-[4-(l-oxidopyridin-3- 
yl)phenyl](phenyl)methyl]oxy}pentanamide; 

(2S) N (cyanom e thyl) 2 ([(R) (4 [1 (2 mothoxy o thyl)pip e ridin 3 
yl]ph e nyl)(ph e nyl)m e thyl]oxy) 4 m e thylp e ntanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[(R)-phenyl(4-quinolin-3-ylphenyl)methyl]oxy}pentanamide 

(2S)-N-(cyanomethyl)-4-methyl-2-{^ 

y l)phenyl] (phenyl)methyl] oxy } pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[(R)-[4-(l-oxidoquinolin-3- 
yl)phenyl](phenyl)methyl]oxy}pentanamide; 

(2S) N (cyanomethyl) 2 ([(R) ( 4 [1 (2 mothoxy e thyl) 1 oxidopiporidin 3 
yljph e nyl) (ph e nyl)m e thyl]oxy) 4 methylp e ntanamid e ; 

(2S)-N-(l-cyanocyclopropyl)-24(R)-[4-(l-hydroxycyclopropyl)biphenyl-4-yl](phenyl)methoxy^ 
4-methylpentanamide; 

(2S)-N-(l-cyanocyclopropyl)-4-methyl-2-{(R)-phenyl[4-(2,2 ? 2-trifluoro-l- 
hydroxyethyl)biphenyl-4-yl]methoxy} pentanamide; 

(2S)-2-[(R)-[4'-(l-amino-2,2,24^^ 
cyanocyclopropyl)-4-methylpentanamide; 

1 - {4 f -[(R)-[((l S)-l - {[(1 -cyanocyclopropyl)amino]carbonyl} -3- 
methylbutyl)oxy](phenyl)methyl]biphenyl-4-yl}cyclopropanecarboxylic acid; 

2- {4-[(R)-[((l S)-l - {[(1 -cyanocyclopropyl)amino]carbonyl} -3- 
methylbutyl)oxy](phenyl)methyl]biphenyl-4-yl}-2-hydroxypropanoic acid; 
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(2S)-N-(1 -cyanocyclopropyl)-2-^ 
methylpentanamide; 

(2S)-N-(l-cyanocyclopropyl)-2-[(R)-{4'-[cyclopropyl(hydroxy)methyl]biphenyl^ 
yl}(phenyl)methoxy]-4-methylpentanamide; 

(2S)-N-(l-cyanocyclopropyl)-2-[(R)-[3 , -(l-hydroxyethyl)biphenyl-4-yl](pheny 
methylpentanamide; 

(2S)-N-(l-cyanocyclopropyl)-2-[(R)-[3 f -(l-hydroxy-l-methylethyl)bipheny 
yl](phenyl)methoxy]-4-methylpentanamide; 

(2S)-N-(l-cyanocyclopropyl)-2-[(R)-[3 , -(l-cyanocyclopropyl)biphenyl-4-yl](phenyl)me^^^ 
methylpentanamide; 

(2S)-N-(l-cyanocyclopropyl)-2-[(R)-[4'-(l-cyanocyclopropyl)biphenyl-4-yl](phenyl)methoxy 
methylpentanamide; 

(2S)-2-[(R)-[3\4 , -bis(l-hydroxy-l-methylethyl)biphenyl-4-yl](phenyl)methox 
cyanocyclopropyl)-4-methylpentanamide; 

(2S)-2-[(R)-[3\4 , -bis(l-hydroxycyclopropyl)biphe 
cyanocyclopropyl)-4-methylpentanamide; 

and th e or a pharmaceutically acceptable salte; or stereoisomers and N oxid e derivatives thereof. 

13. (Original) A pharmaceutical composition comprising a compound 
according to Claim 1 and a pharmaceutically acceptable carrier. 

14. (Original) A pharmaceutical composition made by combining a compound 
according to Claim 1 and a pharmaceutically acceptable carrier. 

15. (Original) A process for making a pharmaceutical composition comprising 
combining a compound according to Claim 1 and a pharmaceutically acceptable carrier. 



16. -25. Cancelled. 



